Serial No. 10/030,681 

Reply to Office Action of September 17, 2003 

Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1. (Currently Amended) A compound which is a 3-arylsulfonyl-2-methyl propanoic 
acid derivative of formula (I): 



X is HO-NH-or HO- ; 

Ri is selected from the group consisting of phenyl, 4-chlorophenyl, 4-fluorophenyl, 4- 
cyanophenyl, benzamido and benzamido substituted on the terminal phenyl ring by C1-C4 
alkyl, fluoro, chloro, cyano or C r C 4 alkoxy; 

R 2 is selected from: 

(a) — S At or S CH4 Ar, whoroin Ar is a monocarbocyclic or bicarbooyclic aromatic 
moioty which may b e e ith e r unsubstitut e d or substitut e d with on e or two substitu e nto s e l e ct e d 
from Q C4 alkyl, ph e nyl, b e nzyl, Q C4 alkoxy, fluoro, chloro, bromo, nitro, cyano, hydroxy, 
amino, dim e thylamino, ac e tamido, m e thylthio and ac e tyl; 

(b) O Ar, wh e r e in Ar is as d e fin e d abov e ; 

(c) S H e t or S CHj. H e t, wh e r e in H e t is a h e t e rocyclic ring s e l e ct e d from pyridin e , 
pyrimidin e , — pyridazine, — pyrazin e ^ — 1,2,5 triazin e , — imidazol e , — thioph e n e , — furan, — pyrrol e , 
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pyrazol e , 1,3 thiazol e , 1,3 oxazol e , 1,2,3 triazol e , 1,2,4 triazol e , 1,3>4 thiadiazol e , 1,3, 4 
oxadiazol e , — 1,2,3,4 t e trazol e , — quinolin e , — isoquinolin e , — indol e , — 1,3 b e nzoxazol e , — h3~- 
benzothiazol e , b e nzimidazol e , [1,3] oxazolo [4,5 b] pyridin e , [1,3] thiazolo [4,5 b] pyridin e , 
[l,2,3,4]totrazolo [1,5 b] pyridazine and purin e , and wh e rein said H e t group can b e 
substitut e d with on e to thr ee substitu e nts s e l e ct e d from Q C 4 alkyl, phenyl, pyridyl, benzyl, 
GtGa . allcoxy, m e thylthio, fluoro, chloro, nitro, oyano, hydroxy, oxo, amino, m e thylamino, 
dim e thylamino, 2 dim e thylamino e thyl, ac e tamido and acetyl; or 



(d) — 2,5-dioxo-l-imidazolidinyl or 2,4-dioxo-l-imidazolidinyl, which may be 
optionally substituted at the carbon atom by one or two methyl, linear or branched C2-C4 
alkyl, phenyl, benzyl or hydroxymethyl groups, and at the nitrogen atom with C1-C4 linear or 
branched alkyl; 

or a pharmaceutically acceptable salt thereof. 



2. (Previously Presented) A compound according to claim 1 which is an isomer 
having the configuration depicted in formula(I'): 




wherein X, R\ and R 2 are as defined in claim 1 . 



053912.0102 5422752 vl WEST 



3 of 17 



Serial No. 10/030,681 

Reply to Office Action of September 17, 2003 



3. (Currently Amended) A compound according to claim 1 which is selected from: 
3 [(4' Chloro [1, T biphonyl] 1 yl) oulfonyl] 2 [(ph e nyloulfanyl) mothyl] propanoic 

r%f\i A « 
TTOTvXy 

(2S) 3 Chloro [1, 1' biphonyl] 1 yl) oulfonyl] 2 [(phonyloulfanyl) mothyl] 
propanoic acid; 

3 [( 4 ' Chloro [1,1' biph e nyl] 1 yl) oulfonyl] N hydroxy 2 [(phonyloulfanyl) m e thyl] 
propanamid e ; 

3 [(1' Chloro[l,r biphenyl] 1 yl)sulfonyl] 2 [[(1 hydroxyphonyl) oulfanyl] m e thyl] 
propanoic acid; 

3 [ (4 Chloro [1, 1' biph e nyl] 1 yl) oulfonyl] N hydroxy 2 [[ (4 hydroxyphonyl) 
oulfanyl] m e thyl] propanamid e ; 

3 [ (1' Chloro [1, 1' biph e nyl] 4 yl) oulfonyl] 2 (ph e noxym e thyl) propanoic acid; 

3 [ (4' Chloro [1, l f biph e nyl] 1 yl) oulfonyl] N hydroxy 2 (ph e noxym e thyl) 
propanamide; 

3 [(1 f Chloro [1, 1' biph e nyl] 4 yl) oulfonyl] 2 [(2 pyridinyloulfanyl) methyl] 
propanoic acid; 

3 [(4 ? Chloro[l,r biphonyl] 1 yl)oulfonyl] N hydroxy 2 [(2 pyridinyloulfonyl ) 
m e thyl] propanamid e ; 

3 [(1 T Chloro[l,l f biphonyl] 1 yl)oulfonyl] 2 [[(2 p>Tidinylmothyl)oulfanyl]mothyl] 
propanoic acid; 

3 [(1' Chloro[l,l T biphonyl] 1 yl)oulfonyl] N hydroxy 2 [[(2 p>Tidinylm e thyl) 
oulfanyl]m e thyl] propanamid e ; 

3 [(T Chloro[l 9 r biphonyl] 1 yl)oulfonyl] 2 [[(5 m e thyl 1,3,1 thiadiazol 2 
yl)oulfanyl]m e thyl] propanoic acid; 

3 [(<!' Chloro[l > r biphonyl] 4 yl)oulfonyl] N hydroxy 2 [[(5 mothyl 1,3,4 
thiadiazolyl) oulfanyl] m e thyl] propanamid e ; 

3 [(1' Chloro[l,r biphonyl] 1 yl)oulfonyl] 2 [[(5 amino 1,3,1 thiadiazol 2 yl) 
oulfanyl]mothyl] propanoic acid; 

3 [(1' Chloro[l,r biphonyl] 4 yl)oulfonyl] 2 [[(1 mothyl 1H imidaaol 2 yl)oulfanyl] 

m e thyl] propanoic acid; 

3 [ (1* Chloro [1, T biphonyl] 1 yl) oulfonyl] 2 [ (2 p>Timidinyloulfanyl) m e thyl] 
propanoic acid; 
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3 [(1' Chloro[l,r biphonyl] 1 yl)Gulfonyl] 2 [[(1 m e thyl 1H totrazol 5 yl) oulfanyl] 
m e thyl] propanoic acid; 

3 [ (1' Chloro [1, 1' biphonyl] 1 yl) oulfonyl] 2 [[ (I bonzyl IH totrazol 5 yl) 
oulfanyl] m e thyl] propanoic acid; 

3 [(1' Chloro[l,r biphonyl] 1 yl)sulfonyl] 2 [(1H bonzimidazol 2 yloulfanyl)mothyl] 
propanoic acid; 

3 [ (1' Chloro [1, V biphonyl] 4 yl) oulfonyl] 2 [(1,3 thiazol 2 yloulfanyl) m e thyl] 
propanoic acid; 

3 [(1' Chloro[l,r biphonyl] 1 yl)oulfonyl] 2 [[(2 methyl 2 1,2,3 triazol 1 
yl)sulfanyl]m e thyl] propanoic acid; 

3 [ 01' Chloro [1, r biphonyl] 1 yl) oulfonyl] 2 [ [ (5 phenyl 1,3,1 oxadiazol 2 yl) 
sulfanyljm e thyl] propanoic acid; 

3 [(1' Chloro[l,r biphonyl] 1 yl)oulfonyl] 2 [[[1 (3 pyridinyl) IH imidazol yl] 
oulfanyl] m e thyl] propanoic acid; 

3 [ (1' Chloro [1, V biphonyl] 1 yl) oulfonyl] 2 [[ (1 mothyl 1, 3 oxazol 2 yl) 
oulfanyl] m e thyl]propanoic acid; 

3 [ (1' Chloro [1, r biphonyl] 1 yl) oulfonyl] 2 [ ( [1,3] oxazolo [1,5 b]pyrimidin 2 
yl oulfanyl)m e thyl] propanoic acid; 

3 [(I 1 Chloro[l,r biphenyl] 1 yl)oulfonyl] 2 [[(l,2,3,1]totrazolo[l,5 b]p>ridazin 6 yl 
oulfanyl) m e thyl] propanoic acid; 

3 [(1 1 Chloro [1, 1' biph e nyl] 1 yl) oulfonyl] 2 [[(2, 6 dimothyl 1 pyrimidinyl) 
oulfanyl] m e thyl] propanoic acid; 

3 [ (1 f Chloro [ 1, T biph e nyl] 1 yl) oulfonyl] 2 [ [ (1, 6 dim e thyl 2 p>Timidinyl) 
oulfanyl] m e thyl] propanoic acid; 

3 [ (1' Chloro [1, T biph e nyl] 1 yl) oulfonyl] 2 [[ (1 hydroxy 6 m e thyl 2 
pyrimidinyl) oulfanyl] methyl] propanoic acid; 

3 [(1' Chloro[l,r biphonyl] 1 yl)oulfonyl] 2 [[(1,6 dihydroxy 2 pyrimidinyl) 
oulfanyl] m e thyl] propanoic acid; 

3 [(T Chloro[l,r biphonyl] 1 yl)oulfonyl] 2 [(9H purin 6 yloulfanyl)mothyl] 
propanoic acid; 

3 [ (4 1 Chloro [1,1' biph e nyl] 1 yl) oulfonyl] 2 (3 fluoroph e noxym e thyl) propanoic 

3 [(1* Chloro [l, T biph e nyl] 4 yl) oulfonyl] 2 [(2 ac e tylaminoph e noxy)] m e thyl] 
propanoic acid; 
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3 [(T Chloro[l,r biphenyl] 1 yl)sulfonyl] 2 [(4 ac e tylaminoph e noxy)m e thyl] 
propanoic aGid; 

3-[(l J'-Biphenyl]-4-ylsulfaonyl)-2-[(^^ 
methyl] propanoic acid; 

3-[(4'-Chloro[U f -W^ 
imidazolidinyl) methyl] propanoic acid; 

(2R)-34(4 , -Chloro[lJ , -biphenyl]-4-yl)sulfonyl]-2-[(3,4,4-trimethyl-2,5^ 
imidazolidinyl) methyl] propanoic acid; 

3-[(4 , -Chloro[lJ , -biphenyl]-4-yl)sulfonyl]-N-hydroxy-2-[(3 ? 4,4-trime^ 
imidazolidinyl) methyl] propanamide; 

3-[(4'-Chloro[UM)ipheny^ 
imidazolidinyl)methyl] propanoic acid; 

3- [ (4'-Chloro [1, r-biphenyl]-4-yl) sulfonyl]-N-hydroxy-2- [ (4, 4-dimethyl-2, 5- 
dioxo-1 -imidazolidinyl) methyl] propanamide; 

3-[(4'-Chloro [1, l'-biphenyl]-4-yl) sulfonyl]-2-[(2, 5 -dioxo-1 -imidazolidinyl) methyl] 
propanoic acid; 

3-[(4'-Chloro [1, l'-biphenyl]-4-yl) sulfonyl]-N-hydroxy-2-[(2, 5-dioxo-l- 
imidazolidinyl)-methyl] propanamide; 

3-[(4'-Chloro[U '-biphenyl^ 
methyl] propanoic acid; 

3-[(4 , -Chloro[lJ , -biphenyl]-4-yl)sulfonyl]-2-[(3-ethyl-2,5-dioxo-l-imidazolid^ 
methyl] -propanoic acid; 

3- [ (4'-Chloro [1, l f -biphenyl]-4-yl) sulfonyl]-2- [ (3-butyl-2, 5-dioxo-l- 
imidazolidinyl) methyl] propanoic acid; 

3-[(4'-Chloro[lJ , -biphenyl]-4-yl)sulfonyl]-N-hydroxy-2-[(3-butyl-2 5 5-dioxo- 
imidazolidinyl) methyl] propanamide; 

3-[ (4'-Chloro [1, l'-biphenyl]-4-yl) sulfonyl]-2- [ (3-butyl-2, 4-dioxo-l- 

imidazolidinyl) methyl] propanoic acid; 

3- [ (4'-Chloro [1, r-biphenyl]-4-yl) sulfonyl]-N-hydroxy-2- [ (3-butyl-2, 4-dioxo-l- 
imidazolidinyl) methyl] propanamide; 

3- [ (4'-Chloro [ 1, l'-biphenyl]-4-yl) sulfonyl]-2- [ (5-isopropyl-2, 4-dioxo-l- 
imidazolidinyl) methyl] propanoic acid; 
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3- [ (4'-Chloro [ 1, 1 '-biphenyl] -4-yl) sulfonyl]-2- [ (5-hydroxymethyl-2, 4-dioxo-l- 
imidazolidinyl) methyl] propanoic acid; 

3- [ (4 , -Chloro [1, 1 '-biphenyl] -4-yl) sulfonyl]-2- [ (5-hydroxymethyl-3-methyl-2, 4- 
dioxo-l-imidazolidinyl) methyl] propanoic acid; 

3 [(4' Fluoro [1, l 1 biph e nyl] 1 yl) oulfonyl] 2 [(phonyloulfanyl) mothyl] propanoic 

3 [ ( 4 ' Fluoro [1, V biph e nyl] 4 yl) sulfonyl] N hydroxy 2 [ (ph e nyloulfanyl) 
m e thyl] propanamid e ; 

3 [ (4' Fluoro [1,1' biphenyl] A yl) oulfonyl] 2 (ph e noxym e thyl) propanoic acid; 

3 [ (4' Fluoro [ 1, T biphonyl] 1 yl) sulfonyl] N hydroxy 2 (ph e noxym e thyl) 
propanamid e ; 

3 [(1* Cyano [1, l 1 biphenyl] A yl) oulfonyl] 2 [(ph e nyloulfanyl) m e thyl] propanoic 

3 [( 4 * Cyano [1,1* biph e nyl] A yl) oulfonyl] N hydroxy 2 [(ph e nyloulfanyl) m e thyl] 
propanamide; 

3 [ (1* Cyano [1,1' biph e nyl] 4 yl) oulfonyl] 2 (ph e noxym e thyl) propanoic acid; 

3 [ (4 T Cyano [1,1' biph e nyl] 1 yl) oulfonyl] N hydroxy 2 (ph e noxym e thyl) 
propanamid e ; 

3 [ ( 4 T Cyano [1, 1' biph e nyl] 4 yl) oulfonyl] 2 (3 fluoroph e noxym e thyl) propanoic 

3 [(4' Cyano [1, l f biphonyl] 1 yl) oulfonyl] 2 [(2 ao e tylamino) ph e noxym e thyl] 
propanoic acid; 

3 [(f Cyano [1,1' biphonyl] 1 yl) oulfonyl] 2 [(2 pyridinyloulfanyl) methyl] 
propanoic acid; 

3 [(1' Chloro[l,r biphonyl] 1 yl)oulfonyl] 2 [[(2 p>Tidinylmothyl)oulfanyl] mothyl] 
propanoic acid; 

3-[(4'-Cyano [1, 1 '-biphenyl] -4-yl) sulfonyl]-2-[(3-butyl-2, 5-dioxo-l-imidazolidinyl) 
methyl] propanoic acid; 

3-[(4'-Chloro[lJ , -biphenyl]-4-yl)sulfonyl]-N-hydroxy-2-[(3-butyl-2 5 5-dioxo- 
imidazolidinyl) methyl] propanamide; 

3-[(4'-Chloro[ 1 , 1 , -biphenyl]-4-yl)sulfonyl]-2-[(5-hydroxymethyl-2,4-dioxo- 1 - 
imidazolidinyl) methyl] propanoic acid; 

3 [[(4 (B e nzoylamino)phenyl] oulfonyl] 2 [(ph e nylsulfanyl)m e thyl]propanoicacid; 
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3 [ [4 (B e nzoylamino) ph e nyl] oulfonyl] N hydroxy 2 [(ph e nylGulfanyl) m e thyl] 
propanamid e ; 

3 [ [4 (B e nzoylamino) ph e nyl] oulfonyl] 2 [ [(2 pyridinylm e thyl) oulfanyl] methyl] 
propanoic acid; 

3 [ [4 (B e nzoylamino) ph e nyl] oulfonyl] 2 [(2 thi e nyloulfanyl) m e thyl] propanoic 

acid; 

3 [ [4 (B e nzoylamino) ph e nyl] oulfonyl] 2 (ph e noxym e thyl) propanoic acid; 

3 [[ 4 [(4 Mothylbenzoyl)amino]phonyl] oulfonyl] 2 [(ph e nyloulfanyl)m e thyl] 
propanoic acid; 

3 [[4 [(1 Mothylb e nzoyl)aminojphenyl]oulfonyl] N hydroxy 2 {(phonyloulfanyl) 
mothyl] propanamid e ; 

3 [[ 4 [(4 Chlorob e nzoyl)amino]ph e nyl] oulfonyl] 2 [(ph e nyloulfanyl)m e thyl] 
propanoic acid; 

3 [[4 [(1 Chlorob e nzoyl)amino]ph e nyl]oulfonyl] N hydroxy 2 
[(phenyloulfanyl)mothyl]propanamid e ; 

3 [ [1 [ (4 Chlorob e nzoyl) amino] ph e nyl] oulfonyl] 2 (ph e noxym e thyl) propanoic 

j^id* 

3 [[4 [(4 Chlorob e nzoyl)amino]ph e nyl]sulfonyl] N hydroxy 2 (ph e noxymethyl) 
propanamid e ; 

3 [[4 [(4 Chlorobonzoyl) amino]ph e nyl] oulfonyl] 2 (3 fluoroph e noxym e thyl) 
propanoic acid; 

3 [[4 [(4 Chlorobonzoyl)amino]ph e nyl]oulfonyl] 2 [[(2 pyridinylm e thyl)oulfanyl] 
m e thyl] propanoic acid; 

3 [[4 [(4 Chlorobonzoyl)amino]phenyl]oulfonyl] 2 [[(1 m e thyl 1H t e trazol 5 
yl)oulfanyl] m e thyl] propanoic acid; 

3-[[4-[(4-Chlorobenzoyl)amino]phenyl]sulfonyl]-2-[(5-hydroxymethyl-2,4-dioxo-l- 
imidazolidinyl) methyl] propanoic acid; 

3 [[4 [(4 Cyanobonzoyl) amino] phonyl] oulfonyl] 2 [(ph e nyloulfanyl) m e thyl] 
propanoic acid; 

3 [[4 [(4 Cyanobenzoyl)amino]ph e nyl]oulfonyl] N hydroxy 2 
[(phenyloulfanyl)methyl]propanamid e ; 

3 [[4 [(4 Cyanobenzoyl)amino]phonyl]oulfonyl] 2 [[(1 m e thyl 1H t e trazol 5 
yl)oulfanyl] m e thyl) propanoic acid; 
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3 [[1 [(1 Cyanobonzoyl)amino]phonyl]oulfonyl] 2 (ph e noxym e thyl) propanoic acid; 

3 [ [4 [ (1 Cyanob e nzoyl) amino] ph e nyl] oulfonyl] N hydroxy 2 (ph e noxym e thyl) 
propanamid e ; 

3 [ [4 [ (1 Cyanobonzoyl) amino] phenyl] oulfonyl] 2 (3 fluoroph e noxymethyl) 
propanoic acid; 

3 [ [1 [ (4 Cyanobonzoyl) amino] ph e nyl] oulfonyl] N hydroxy 2 (3 
fluorophonoxym e thyl) propanamid e ; 

3 [[ 4 [(4 Cyanob e nzoyl) amino] ph e nyl] oulfonyl] 2 [(2 ac e tylamino) 
ph e noxymethyl] propanoic acid; 

3 [ M (4 Propylb e nzoylamino) ph e nyl] oulfonyl] 2 [ [ (1 m e thyl 1H t e trazol 5 yl) 
oulfanyl] m e thyl] propanoic acid; and 

3 [ [4 [ (4 M e thoxybonzoyl) amino] phenyl] oulfonyl] 2 (phenoxymethyl) 
propanoic acid; 

3 [(r Chloro [1, T biphonyl] 4 yl) oulfonyl] 2 [[2 (hydroxymothyl) ph e noxy] 
methyl] propanoic acid ; and 

the pharmaceutical^ acceptable salts thereof. 



4. (Currently Amended) A process for producing a compound as defined in claim 1, 
starting from a 

compound of formula 4: 
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wherein R is H or the residue of a carboxylic acid ester, R\ is selected from the group 
consisting of phenyl, 4-chlorophenyl, 4-fluorophenyl, 4-cyanophenyl, benzamido and 
benzamido substituted on the terminal phenyl ring by Q-C4 alkyl, fluoro, chloro, cyano or Q- 
C4 alkoxy; 

R 2 is selected from: 

(a) — S Ar or S CH^ Ar, wh e r e in Ar is a monooarbocyclic or bicarbooyclic aromatic 
moiety which may bo either unoubstitut e d or substitut e d with on e or two oubotitu e nto s e l e ct e d 
from th e group conGioting of Q C4 alkyl, ph e nyl, b e nzyl, C; C 4 allcoxy, fluoro, chloro, bromo, 
nitre, cyano, hydroxy, amino, dimethylamino, ac e tarmdo, rn e thylthio and ac e tyl; 

(b) O Ar, wherein Ar io as defined abov e ; 

(c) S H e t or S CH^ Hot, wh e rein H e t is a heterocyclic ring ooloctod from the group 
conoiGting of pyridin e , pyrimidin e , pyridazin e , pyrazino, 1,2,5 triazin e , imidazol e , thioph e n e , 
furan,pyrrol e , pyrazol e , — 1,3 thiazolo, — 1,3 oxazol e , — 1,2,3 triazol e , — 1,2, 4 triazol e , — 1,3,4 
thiadiazol e , — 1,3,1 oxadiazol e , — 1,2,3,4 t e trazol e , — quinolin e , — isoquinolin e , — indol e , — t^- 
bonzoxazolo, 1,3 b e nzothiazol e , b e nzimidazol e , [1,3] oxazolo [4,5 b] pyridin e , [1,3] thiazolo 
[ 4 ,5 b] pyridine, [l,2,3,4]t e trazolo [1,5 b] pyridazin e and purin e , and wh e r e in oaid Het group 
can bo substitut e d with on e to thr ee Gubotitu e nts s e l e ct e d from th e group conoioting of Q C4 
alkyl, phenyl, pyridyl, b e nzyl, Q. C4. allcoxy, rn e thylthio, fluoro, chloro, nitro, cyano, 
hydroxy, oxo, amino, m e thylamino, dim e thylamino, 2 dimethylamino ethyl, acetamido and 
acetyl; or 

(d) 2,5-dioxo-l-imidazolidinyl or 2,4-dioxo-l-imidazolidinyl, which may be 
optionally substituted at the carbon atom by one or two methyl, linear or branchedC2-C4 
alkyl, phenyl, benzyl or hydroxymethyl groups, and at the nitrogen atom with Q-C 4 linear or 
branched alkyl; and 

n is 0 or 2, 

said process comprising: 
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(A) hydrolysing a said compound of formula 4 in which R is the residue of a 
carboxylic and ester to give a compound of formula (I) in which X is HO- ; or 

(B) hydrolysing and oxidising, in either order, a said compound of formula 4 in which 
n is 0 and R is the residue of a carboxylic acid ester, to give a compound of formula (I) in 
which X is HO- ; or 

(C) activating a said compound of formula 4 wherein R is H and n is 2 to form an 
activated carboxy group, coupling the activated carboxy group with hydroxylamine or an O- 
protected derivative thereof and, if necessary, deprotecting the hydroxamic group to give a 
compound of formula (I) wherein X is-NHOH; or 

(D) submitting a said compound of formula 4 wherein R is H and n is zero to a 
sequence of reactions comprising oxidation at the sulphur atom, activation of the carboxy 
group, condensation of the activated carboxy group with hydroxylamine or an O-protected 
derivative thereof and, if necessary, deprotection of the hydroxamic group to form a 
compound of formula (I) wherein X is-NHOH, the oxidation step being conducted either 
before the activation step or after the condensation step; and/or 

(E) if desired, converting a resulting compound of formula (I) into another compound 
of formula (I); and/or converting a free compound into a pharmaceutically acceptable salt 
thereof; and/or converting a salt into a free compound. 

5. (Currently Amended) A process according to claim 4 wherein the compound of 
formula 4 is obtained by 

(a) subjecting a compound of formula 2: 
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O 




wherein R is H or the residue of a carboxylic acid ester, Rj is selected from the group 
consisting of phenyl, 4-chlorophenyl, 4-fiuorophenyl, 4-cyanophenyI, benzamido and 
benzamido substituted on the terminal phenyl ring by C1-C4 alkyl, fluoro, chloro, cyano or Ci- 
C 4 alkoxy; and 

n is 0 or 2 

to conjugate addition by treatment with a compound of formula R 2 H wherein R 2 is 
selected from: 

(a) S Ar or S CHg. Ar, wh e rein Ar is a monocarbocyclic or bicarbocyclic aromatic 
moi e ty which may b e e ith e r unsubstitut e d or substitut e d with on e or two substituents s e lect e d 
from th e group consisting of Q C4 alkyl, phonyl, bonzyl, Q C4 alkoxy, fluoro, chloro, bromo, 
nitro, cyano, hydroxy, amino, dim e thylamino, ac e tamido, m e thylthio and ac e tyl; 

(b) O Ar, wh e r e in Ar is as d e fin e d abov e ; 

(c) S H e t or S CH3 Het, wh e r e in Het is a h e t e rocyclic ring s e l e ct e d from th e group 
consisting of pyridin e , pyrimidine, pyridazin e , pyrazin e , 1,2,5 triazin e , imidazol e , thioph e n e , 
furan,pyrrol e , — pyrazol e , — 1,3 thiazol e , — 1,3 oxazol e , — 1,2,3 triazol e , — 1,2,4 triazol e , — 1,3,1 
thiadiazol e , — 1,3,1 oxadiazol e , — 1,2,3, 4 t e trazol e , — quinolin e , — isoquinolin e , — indol e , — 1-^3- 
b e nzoxazol e , 1,3 b e nzothiazol e , b e nzimidazol e , [1,3] oxazolo [1,5 b] pyridin e , [1,3] thiazolo 
[1,5 b] pyridin e , [l,2,3,1]t e trazolo [1,5 b] pyridazin e and purin e , and wh e r e in said H e t group 
can b e substituted with on e to thr ee oubotitu e nts s e lected from the group consisting of Ci -Ga 
alkyl, phonyl, pyridyl, benzyl, Q C4 alkoxy, mothylthio, fluoro, chloro, nitro, cyano, 
hydroxy, oxo, amino, m e thylamino, dim e thylamino, 2 dim e thylamino e thyl, ac e tamido and 
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ac e tyl; or 

(d) 2,5-dioxo-l-imidazolidinyl or 2,4-dioxo-l-imidazolidinyl, which may be 
optionally substituted at the carbon atom by one or two methyl, linear or branchedC2-C4 
alkyl, phenyl, benzyl or hydroxymethyl groups, and at the nitrogen atom with C1-C4 linear or 
branched alkyl; 

(b) treating a compound of formula 3: 



O 




(3) 



wherein R and R2 are as defined as above, 
with a thiol of formula: 




to obtain a compound of formula 4 in which n is zero. 

6. (Previously Presented) A pharmaceutical composition which comprises a 
pharmaceutically acceptable carrier or diluent and, as an active principle, the compound as 
defined in claim 1 . 
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7-10 (Cancelled) 

1 1 . (Previously Presented) A method of treating a mammal, including a human, 
comprising administering the compound claimed in claim 1, to said mammal, including a 
human, in need thereof. 

12. (Previously Presented) A method for treating a disease in a mammal, including a 
human, comprising administering an effective amount of the compound as claimed in claim 
1, to said mammal, including a human, in need thereof, wherein said disease is a disease 
mediated by a matrix metalloproteinase. 

13. (Previously Presented) The method as claimed in claim 12, wherein the matrix 
metalloproteinase is selected from the group consisting of gelatinase (MMP-2), a membrane 
MMP involved in gelatinase activation (MMP-14), a stromelysin (MMP-3 or MMP-10), 
collagenase (MMP- 13) and neutrophyl collagenase (MMP-8). 

14. (Previously Presented) A method for the prevention of a disease in a mammal, 
including a human, comprising administering the compound claimed in claim 1, to said 
mammal, including a human, in need thereof, wherein said disease is a disease mediated by a 
matrix metalloproteinase. 

15. (Previously Presented) The method as claimed in claim 14, wherein the matrix 
metalloproteinase is selected from the group consisting of gelatinase (MMP-2), a membrane 
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MMP involved in gelatinase activation (MMP- 14), a stromelysin (MMP-3 or MMP- 10), 
collagenase (MMP- 13) and neutrophyl collagenase (MMP-8). 

16. (Previously Presented) The method as claimed in claim 12, wherein the disease is 
selected from the group consisting of tumor growth, tumor metastasis, rheumatoid arthritis, 
osteoarthritis, ophthalmic disease, cardiovascular disease, periodontal disease, multiple 
sclerosis and Alzheimer's disease. 

17. (Previously Presented) The method as claimed in claim 14, wherein the disease is 
selected from the group consisting of tumor growth, tumor metastasis, rheumatoid arthritis, 
osteoarthritis, ophthalmic disease, cardiovascular disease, periodontal disease, multiple 
sclerosis and Alzheimer's disease. 
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